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O Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a) All b) □ Some* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 
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Examiner's Amendment 

1 . An Examiner's Amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 C.F.R § 1.312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the Issue Fee. 

Authorization for this Examiner's Amendment was given in a telephone interview 
with Attorney Benjamin A. Adler, on 26 March 2004. 

2. The application has been amended as follows: 
IN THE CLAIMS: 

In claim 1 , line 2, after "animal" insert — , said method— 

In claim 1 , line 6, after "animal" delete "; and inhibiting" substitute therefor — to inhibit- 
In claim 1, line 8, after "sphingomyelin" insert 
In claim 4, line 3, after "animal" insert — said method— 

In claim 4, line 7, after "animal" delete "; and inhibiting" substitute therefor — to inhibit- 
In claim 4, line 9, after "sphingomyelin" insert — , — 

REASONS FOR ALLOWANCE: 
3a. Instant claims are drawn to a method of treating endotoxic shock or a method of 
inhibiting lipopolysaccharide-induced endothelial apoptosis, by administering basic 
fibroblast growth factor (b-FGF) to an animal. The rejection of instant claims 1,2,4, 6, 
10, made under 35 U.S.C. 102(e) as being anticipated by Jain et al. (U. S. Patent 
6,010,712), is withdrawn, because Applicants' argument that endotoxic shock is not 
sepsis is persuasive. 
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Applicants submit a recent article by Reidemann et al. (The Enigma of Sepsis, 
Journal of Clinical Investigation, Volumel 12 (4): 460-467 (2003)) that discusses the 
clinical definition of sepsis and treatments thereof over the last 40 years. Reidemann et 
al. disclose that currently there is a general agreement among researchers in the field 
that lipopolysaccharide injection may serve as a model for endotoxic shock but not for 
sepsis, (see page 462, column 2). Reidemann et al. also disclose that at present it is 
believed that Gram-positive bacteria are predominantly the microorganisms responsible 
for sepsis, whereas in the late 1970s and 1980s it was held that predominantly Gram- 
negative bacteria were predominantly the microorganisms responsible for sepsis, (see 
page 460, first paragraph). Accordingly, a person having ordinary skill in this art could 
reasonably conclude that endotoxic shock and sepsis are two distinct 
pathophysiological states. 

Instant specification discloses that lipopolysaccharide induces ceramide 
generation from sphingomyelin, which subsequently induces apoptosis in the 
endothelial microvasculature, resulting in endotoxic shock. Instant specification also 
shows that b-FGF abrogated lipopolysaccharide-induced apoptosis in the endothelium 
of the intestine and lung of C57BL/6 mice, (see page 25 and Figure 6A). 

Therefore, the method of treating sepsis by administering b-FGF to an animal 
suffering from said condition, taught by Jain et al is patentably distinct from the instantly 
claimed method of treating endotoxic shock, or the method of inhibiting 
lipopolysaccharide-induced endothelial apoptosis, by administering basic fibroblast 
growth factor to an animal. 
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3b. Also the rejection of claims 1, 3, 4 and 7 under U.S.C. § 103 as being 
unpatentable over Jain et al is withdrawn, because the Jain et al reference neither 
teaches nor suggests the method of treating endotoxic shock or the method of inhibiting 
lipopolysaccharide-induced endothelial apoptosis, claimed in instant claims 1 and 4. 
Furthermore, the Jain et al reference does not teach nor suggest the specific regimen 
recited in claims 3 and 7. 

Thus, instant claims 1 , 2, 3, 4, 6 and 7 are free of the prior art of record. 
Conclusion: 

4. Claims 1 , 2, 3, 4, 6 and 7 are allowed. 

Advisory Information: 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Fozia M Hamud whose telephone number is (571) 272- 
0884. The examiner can normally be reached on Monday, Thursday-Friday, 6:00 am to 
4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary L Kunz can be reached on (571) 272-0887. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

Fozia Hamud 
Patent Examiner 
Art Unit 1647 



Application/Control Number: 09/554,980 
Art Unit: 1647 



Page 5 



26 March 2004 



//CARYKUNZ / 
SUP0WSORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



